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CODEN: NEJMAG; ISSN: 0028-4793 
Massachusetts Medical Society 
Journal 
English 

Type 2 diabetes affects approx. 8 % of adults in the United States. Some 
risk factors - elevated plasma glucose concns . in the fasting state and 
after an oral glucose load, over-weight, and a sedentary lifestyle - are 
potentially reversible. We hypothesized that modifying these factors with 
a lifestyle -intervention program or the administration of metformin would 
prevent or delay the development of diabetes. We randomly assigned 3234 
nondiabetic persons with elevated fasting and post -load plasma glucose 
concns. to placebo, metformin (850 mg twice daily), or a 

lifestyle-modification program with the goals of at least a 7 % weight loss 
and at least 150 min of phys . activity per wk. The mean age of the 
participants was 51 yr, and the mean body-mass index (the weight in kilograms 
divided by the square of the height in meters) was 34.0; 68 % were women, 
and 45 % were members of minority groups. The average follow-up was 2.8 yr. 
The incidence of diabetes was 11.0, 7.8, and 4.8 cases per 100 
person-years in the placebo, metformin, and life-style groups, resp. The 
lifestyle intervention reduced the incidence by 58 % (95 % confidence 
interval, 48 to 66 %) and metformin by 31 % (95 % confidence interval, 17 
to 43 %) , as compared with placebo; the lifestyle intervention was 
significantly more effective than metformin. To prevent one case of 
diabetes during a period of three years, 6.9 persons would have to 
participate in the lifestyle-intervention program, and 13.9 would have to 
receive metformin. Lifestyle changes and treatment with metformin both 
reduced the incidence of diabetes in persons at high risk. The lifestyle 
intervention was more effective than metformin. 
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production 

Gilon, C; Friedler, A.; Baraz, L. ; 

Blumenzweig, I.; Nussinuv, 0.; Steinitz, M. ; Kotler, 
M. 
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Peptide Science: Present and Future, Proceedings of 
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LANGUAGE: English 

AB To study the effects of Vif derived peptides on HIV maturation and the 
autoprocessing of the Gag and Gag-Pol polyproteins , N terminal Vif 
polypeptides were synthesized and inhibition of viral proteases was 
assayed by ELISA. The results show that 4 out of the 11 peptides 
significantly inhibited viral proteases. Vif derived polypeptides also 
inhibited the autoprocessing of the Gag and Gag-Pol polyproteins in 
bacteria and eukaryotic cells. These data suggest that the Vif derived 
peptides form an attractive potential therapeutic agent for inhibition of 
HIV proteases during HIV-1 infection in humans. 

REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



AUTHOR (S) 



CORPORATE SOURCE: 



SOURCE : 



C. 



of 

Nov. 



LI ANSWER 3 OF 3 CAPLUS COPYRIGHT 2005 ACS on STN 
ACCESSION NUMBER: 1999:578657 CAPLUS 

DOCUMENT NUMBER: 132:102441 

TITLE: BCvir: backbone cyclic peptide, which mimics the 

nuclear localization signal of human immunodeficiency 
virus type 1 matrix protein, inhibits nuclear import 
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Friedler, A,; Zakai, N. ; Kami, 0.; Broder, 
Y. C; Baraz, L.; Kotler, M. ; Loyter, A.; Gilon, 
Department of Organic Chemistry, Institute of 
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Conference 
English 

NLS -mimetic peptide was found which inhibits nuclear 
assay systems as well as HIV-1 replication in infected 
cultured cells. This peptide, BCvir, is resistant to proteolysis. BCvir 
and similar peptides are potential candidates for the development of a 
novel class of ant i -viral drugs based on blocking nuclear import of viral 
genomes . 
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AB A backbone cyclic 
import in invitro 



=> s Friedler Assaf 

5 FRIEDLER 
22 ASSAF 
L2 0 FRIEDLER ASSAF 

(FRIEDLER (W) ASSAF) 



=> s f luoresceinyl and pepetide and p53 
119 FLUORESCE INYL 
14 PEPETIDE 

6 PEPETIDES 
2 0 PEPETIDE 

(PEPETIDE OR PEPETIDES) 
30076 P53 

L3 0 FLUORESCE INYL AND PEPETIDE AND P53 

=> s fluoresceins 

L4 22 7 FLUORESCEINS 



=> s binding peptide 

857885 BINDING 
1890 BINDINGS 



858414 BINDING 

(BINDING OR BINDINGS) 
325639 PEPTIDE 
238122 PEPTIDES 
416868 PEPTIDE 

(PEPTIDE OR PEPTIDES) 
L5 3659 BINDING PEPTIDE 

(BINDING (W) PEPTIDE) 

=> s p53 and binding protein 
30076 P53 
857885 BINDING 

1890 BINDINGS 
858414 BINDING 

(BINDING OR BINDINGS) 
1719330 PROTEIN 1 
1192773 PROTEINS 
1996128 PROTEIN 

(PROTEIN OR PROTEINS) 
134380 BINDING PROTEIN 

(BINDING (W) PROTEIN) 
L6 1376 P53 AND BINDING PROTEIN 

=> d his 

(FILE 'HOME' ENTERED AT 08:50:59 ON 08 MAR 2005) 

FILE 'CAPLUS' ENTERED AT 08:51:08 ON 08 MAR 2005 

LI 3 S FRIEDLER A/AU 

L2 OS FRIEDLER ASSAF 

L3 OS FLUORESCE INYL AND PEPETIDE AND P53 

L4 22 7 S FLUORESCEINS 

L5 3 65 9 S BINDING PEPTIDE 

L6 1376 S P53 AND BINDING PROTEIN 

= > s L6 and L5 and L4 

L7 0 L6 AND L5 AND L4 

=> s L4 and L6 

L8 0 L4 AND L6 

=> s L6 and prevent denaturation 
221001 PREVENT 

93176 PREVENTS 
3 06930 PREVENT 

(PREVENT OR PREVENTS) 
34 688 DENATURATION 

158 DENATURATIONS 
34 731 DENATURATION 

(DENATURATION OR DENATURATIONS) 
72 PREVENT DENATURATION 

(PREVENT (W) DENATURATION) 
L9 0 L6 AND PREVENT DENATURATION 

=> L6 and stabilizing molecule 
L6 IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For. a list of commands, available to- you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 

=> s L6 and stabilising molecule 
80 STABILISING 
4 6847 MOLECULE 
145652 MOLECULES 



186045 MOLECULE 

(MOLECULE OR MOLECULES) 
2198618 MOL 

590871 MOLS 
2520191 MOL 

(MOL OR MOLS) 
2559007 MOLECULE 

(MOLECULE OR MOL) 
0 STABILISING MOLECULE 

(STABILISING (W) MOLECULE) 
L10 0 L6 AND STABILISING MOLECULE 

=> d his 



(FILE 'HOME' ENTERED AT 08:50:59 ON 08 MAR 2005) 
FILE 'CAPLUS' ENTERED AT 08:51:08 ON 08 MAR 2005 



LI 3 S FRIEDLER A/AU 

L2 OS FRIEDLER ASSAF 

L3 OS FLUORESCE INYL AND PEPETIDE AND P53 

L4 227 S FLUORESCEINS 

L5 3659 S BINDING PEPTIDE 

L6 13 76 S P53 AND BINDING PROTEIN 

L7 0 S L6 AND L5 AND L4 

L8 0 S L4 AND L6 

L9 0 S L6 AND PREVENT DENATURAT I ON 

L10 0 S L6 AND STABILISING MOLECULE 



=> s p53 and stabiliz molecule 
MOLECULE IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 

=> s p53 and stabil? molecule 
30076 P53 
962138 STABIL? 

46847 MOLECULE 
145652 MOLECULES 
186045 MOLECULE 

(MOLECULE OR MOLECULES) 
2198618 MOL 

590871 MOLS 
2520191 MOL 

(MOL OR MOLS) 
2559007 MOLECULE 

(MOLECULE OR MOL) 
640 STABIL? MOLECULE 

(STABIL? (W) MOLECULE) 
Lll 2 P53 AND STABIL? MOLECULE 
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AB We disclose a method of stabilizing the native state of a polypeptide, the 
method comprising exposing the polypeptide to a stabilizing 
mol. capable of binding to the polypeptide at a site which at 
least partially overlaps a functional site in its native state. The 
authors describe the isolation and identification of a stabilizing peptide 
CDB3, which is capable of binding the tumor suppressor protein p53 
near its DNA binding site, and stabilizing the native form of the protein. 
Since the binding of DNA itself stabilizes p53 core domain, and 
it binds very tightly, stabilization by a peptide such as CDB3 is needed 
only for mutants where DNA binding is impaired because mutant p53 
is in denatured conformation. Once the protein has bound DNA, the peptide 
is not needed any more. The ability of CDB3 to induce refolding of 
p53 core domain, together with the observation that DNA can 
displace it from p53, led the authors to propose the a 
"chaperone" mechanism for rescuing a denatured oncogenic protein: CDB3 
binds only the native state of the oncogenic protein which is able to bind 
DNA, probably immediately on biosynthesis, and therefore shifts the equilibrium 
towards the native state. Then DNA can bind the protein, displacing the 
peptide, which is free again to bind another protein mol. Exemplary 
design of potential P53 core domain binding peptides, screening 
of the CDB peptides for binding p53 core domain, identification 
of the P53 core domain binding peptide CDB3 , characterization of 
CDB3-P53 core domain binding and binding of f luorescein-labeled 
CDB 3 are reported. Stabilizing mols . and/or compns . 

of the invention can be used in the treatment of any animal or human 
disease where errors in protein conformation, folding and aggregation 
contribute to the disease. Examples include cancer, cystic fibrosis and 
neuro-degeneration. In a particularly preferred embodiment, the disease 
is cancer. 
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Identification of Mdm2 and JNK as proteins that target degradation of 
wild- type (wt) p53 prompted the examination of their effect on mutant 
p53, which exhibits a prolonged half -life. Of five mutant 
p53 forms studied for association with the targeting mols., two no 
longer bound to Mdm2 and JNK. Three mutant forms, which exhibit high 
expression levels, showed lower affinity for association with Mdm2 and JNK in 
concordance with greater affinity to pl4ARF, / wh^rctr- 4-s^a5 5ng^the~----^ 1 ~~ 

^^}^}J^i^B^^ : ^^9l3^^ Monitoring mutant p53 stability 

m vitro confirmed that, whereas certain form s of j utant p53 are 

no longer affected by either JNK or Mdmg ^ "others ar e_J:arjgeted for degradation 
by JNK/Mdm2, albeit at lower efficiency when compared with wt p53 

Expression of wt p53 in tumor cells revealed a short 
half -life, suggesting that the targeting mols. are functional. Forced 
expression of mutant p53 in p53 null cells confirmed 

pattern of association wi t h j flNiQ^m^^ -1 i f e^___a s_ £q un d in the 

tumor cells. Over-expressi<5n^~ofMdm2 "Tne ither tumor (whl chr-dcr express 
endogenous furiTTCional MdmJT or in p53 null cells _dec reas^d tl 



stajpility ^of^ mutant~p53 sugggst:lTig~ ^ thair; 



_____ L e itrs~expression, 

Mdm2/ JNK are insuff icient lamount/ affinity) tor targeting mutant p"5T 
^egTaHat i on Based~on both in vitro and in vivo analyses, the prolonged 
half-life of mutant p53 depends on the nature of the mutation, 
which either alters association with targeting mols., ratio between 
p53 and targeting/stabilizing mols., or 
targeting efficiency. (c) 2000 Academic Press. 
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